Rejection of Claims 4. 6 and 7 Under 35 U.S.C S102(a) 

The Examiner maintains the rejection of claims 4, 6 and 7 under 35 U.S.C. 102(a) as 
allegedly being anticipated by EP 0 993 834 Al to Hirai et al. ("Hirai"). The Examiner asserts 
that Hirai's putative method of TSST-1 removal from body fluids by an adsorbent anticipates the 
claimed method for adsorptive removal of an enterotoxin in a body fluid. The Examiner alleges 
that TSST-1 and the claim recitation "enterotoxin" are well known in the art to belong to a family 
of superantigens and that there is "96% agreement between the PCR results for detecting 
Staphylococcal enterotoxin D and TSST-1" (Final Office Action of 8/27/02, p. 3, line 20 to p. 4, 
line 4). Applicants respectfully disagree. 

"[F]or, anticipation under 35 U.S.C. 102, the reference must teach each and every aspect 
of the claimed invention either explicitly or impliedly." MPEP 706.02. Hirai does not teach any 
methods for adsorptive removal of an enterotoxin in a body fluid either explicitly or impliedly. 
TSST-1 is simply, not an enterotoxin. First, TSST-1 is of a different size (i.e. 22kDa) than 
enterotoxins (i.e. about 26 to about 28kDa) See previous Response under 37 C.F.R. §1.111 filed 
June 10, 2002. 

Second, TSST-1 and enterotoxins diverge structurally. The enclosed Toxicosis Study 
teaches that when properly aligned, TSST-1 shares a negligible amount of identity with 
enterotoxins (See Exhibit A: Figure 2 of Toxicosis Study, 2:385-391, 1989 at p. 388). As shown 
in figure 2 on page 338, TSST-1 shares an identical amino acid residue at about 1 1 places with at 
least one of 5 exemplary enterotoxins over a span of 236 amino acids. Alternatively, Mehrotra et 
al., J. Clinical Microbio, March 2000, 1032-1035, states that "enterotoxins are small peptides (26 
to 29kDa) and have a great deal of similarity at the amino acid level." More specifically, 
enterotoxins have the conserved amino acid sequence CMYGGXT in which X is V or I at 
residues 106-112 (See Exhibit A: Figure 2 of Toxicosis Study, at p. 388). Alternatively, TSST-1 
has the non-identical amino acid residues IHFQISG and lack cysteine all together in positions 
106-1 12. Given the difference in size and the well documented structural divergence between 
enterotoxins and TSST-1, the skilled artisan would not consider TSST-1 to be an "enterotoxin". 
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As such, Hirai does not anticipate the claimed invention. 

Moreover, Hirai, neither alone or in combination with the other references cited by the 

Examiner, renders the claimed invention unpatentably obvious. 

To establish a prima facie case of obviousness, three basic criteria must be 
met. First, there must be some suggestion or motivation, either in the 
references themselves or in the knowledge generally available to one of 
ordinary skill in the art, to modify the reference or to combine reference 
teachings. Second, there must be a reasonable expectation of success. Finally, 
the prior art reference (or references when combined) must teach or suggest 
all the claim limitations. The teaching or suggestion to make the claimed 
combination and the reasonable expectation of success must both be found 
in the prior art, and not based on applicant's disclosure. In re Vaeck, 947 F.2d 
488, 20 USPQ2d 1438 (Fed. Cir. 1991); MPEP 2142. 

The Examiner cites McLauchlin et al, (J. Food Prot. 2000 Apr; (63): 479-88), 
(hereinafter "McLauchlin") for the proposition that TSST-1 and enterotoxins are interchangable 
with respect to claim 4 by stating that there is "96% agreement between the PCR results for 
detecting Staphylococcal enterotoxin D and TSST-1" (Final Office Action of 8/27/02, p. 3, line 
20 to p. 4, line 1). However, the Examiner has wholly failed in explaining how 96% agreement 
in PCR results for detecting Staphylococcal enterotoxin D and TSST-1 would motivate one of 
ordinary skill in the art to substitute enterotoxins for TSST-1 in Hirai's method. 

The Examiner's quote that there is "96% agreement in PCR results for detecting 
Staphylococcal enterotoxin D and TSST-1" teaches nothing about the physical similarity between 
TSST-1 and enterotoxin D or any other enterotoxin. McLauchlin teaches a PCR-based procedure 
for the detection of DNA fragments of staphylococcal enterotoxins (SEs) and TSST-1 genes of 
Staphylococcus aureus in cultures recovered from food poisoning incidents. As such, 
McLauchlin detected nucleic acid fragments of the genes encoding SEs and TSST-1 protein in 
these cultures using distinct toxin gene-specific oligonculeotide primer pairs. Eight distinct 
oligonculeotide primer pairs amplified various enterotoxin gene fragments and one distinct 
oligonculeotide primer pair was used to detect TSST-1 gene fragments. They then independently 
analyzed the cultures for SEA-D and TSST-1 protein expression by a commercial reverse latex 
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agglutination assay kit. The investigators found that when a particular culture sample was 
positive for SEA-D and TSST-1 gene fragment PCR amplification, the presence of the gene's 
corresponding protein product was confirmed 96% percent of the time as detected by its 
respective reverse latex agglutination assay. Accordingly, there is nothing in McLauchlin to 
suggest any structural similarity between entero toxin and TSST-1 protein. 

In fact McLauchlin teaches away from the claim 4 in that distinct toxin gene-specific 
oligonculeotide primer pairs are used to distinguish between enterotoxins and TSST-1 gene 
fragments and that different commercial kits (See p. 480, left column, SET-RPLA, Product Code 
TD940, Oxoid, for SEA-D and TSST-1-RPLA Product Code TD940, Oxoid, for TSST-1) are 
used to distinguish between enterotoxin and TSST-1 protein contamination. 

The Examiner further alleges that TSST-1 and the claim recitation "enterotoxin" are well 
known in the art to belong to a family of superantigens. The fact that enterotoxins and TSST-1 
are classified as "superantigens" provides no teaching to one of skill in the art, that they share 
any structural similarity. According to Schlievert, J. Infect. Dis. 1993 May; 167(5): 997-1002, 
(hereinafter "Schlievert"), superantigens: 

[I]nclude bacterial products (mainly of streptococci and staphylococci) that 
stimulate T-cells to proliferate nonspecifically through interaction with class II 
major histocompatibility complex products on antigen-presenting cells and then 
with the variable regions on the beta chain of the T cell. (See Abstract) 

This is a purely functional definition of a class of proteins framed with respect to a physiological 
result achieved by the protein members of the class. Therefore, the fact that enterotoxins and 
TSST-1 are in the same class of "superantigens" is of no relevance with respect to the alleged 
commonality of their actual structure. As such, the "superantigen" co-classification provides no 
teaching, suggestion or contemplation that the method taught by Hirai could in any way provide a 
method for adsorptive removal of an enterotoxin in a body fluid comprising contacting an 
enterotoxin-containing body fluid with an enterotoxin adsorbent to adsorb and remove the 
enterotoxin, the adsorbent comprising a compound with a log P, in which P represents a partition 
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coefficient in an octanol-water system, value of not less than 2.50 as immobilized on a water- 
insoluble carrier. 

Accordingly, Hirai's putative method of TSST-1 removal from body fluids by an 
adsorbent neither anticipates, nor renders unpatentably obvious the claimed method for 
adsorptive removal of an enterotoxin in a body fluid. Hirai does not teach, suggest or 
contemplate any methods for removing enterotoxins as recited in claim 4. For at least the 
reasons stated above, Applicants respectfully request withdrawal of this rejection. Applicants 
respectfully submit that claims 6 and 7, which depend from claim 4, are allowable for at least the 
same reasons as claim 4. 



It is respectfully submitted that the present application is now in condition for allowance, 
which action is respectfully requested. The Examiner is invited to contact Applicants' 
representative to discuss any issue that wouid expedite allowance of the subject application. 



the filing of this response. However, if any fees for extension(s) of time or'additional fees are 
required in connection with the filing of this response, such extensions of time are hereby 
petitioned under 37 C.F.R. § 1.136(a), and the Commissioner is authorized to charge any such 
required fees or to credit any overpayment to Kenyon & Kenyon's Deposit Account No. 11- 



CONCLUSION 



It is not believed that any extensions of time or other fees are required in connection with 



0600. 



Respectfully submitted, 



KENYON & KENYON 




By: Thomas A. Haag, Ph.D. 
(Reg. No. 47,621) 




1500 K Street, N.W. 
Washington, D.C. 20005 
(202) 220-4200 
(202) 220-4322 (direct) 
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Translation of Toxicosis study, Vol.2, page. 388, Fig. 2, 
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